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PURPOSE

This MAPP describes procedures for the review of multiple active moieties or
formulations under asingle investigative new drug gpplication (IND) cdled a
screening IND.

BACKGROUND

In generd, CDER policy has been to encourage separate INDs for different
molecules and dosage forms. However, in the early phase of drug devel opment,
before the developmenta path is clear, exploratory studies may be conducted on a
number of closdly related drugs to choose the preferred compound or formulation.
These studies may be best and most efficiently conducted under asingle IND,
referred to asa screening IND. This MAPP outlines procedures for determining (1)
when asingle IND is sufficient and appropriate, and (2) when an additiona IND
should be opened.
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REFERENCES

Food and Drug Administration Modernization Act of 1997 (Pub. L. 105-115)
(Modernization Act), November 21, 1997.
http: //mwww.fda.gov/cder/guidance/105-115.htn#3EC. 111

FDA guidance for industry on Content and Format of Investigational New Drug
Applications (INDs) for Phase 1 Sudies of Drugs, Including Well
Characterized, Therapeutic, Biotechnology Derived Products (November
1995).

Memo, Guideline for the Establishment of a New IND, NDA, or Supplemental
NDA for New Indications and Dosage Forms, from the Acting Associate Director
for New Drug Evauation, January 9, 1975.

ICH guidance for industry M3 Nonclinical Safety Sudies for the Conduct of
Human Clinical Trials for Pharmaceuticals (July 1997).

FDA guidance for industry on Sngle Dose Acute Toxicity Testing for
Pharmaceuticals (August 1996).

DEFINITIONS
COMIS: Centerwide Oracle-based Management Information System.
CMC: Chemistry, manufacturing, and controls.

Early Development Studies. Single-dose or multiple-dose pharmacokinetic
(PK), pharmacodynamic (PD), or biopharmaceutic sudies. They can involve a
gngle active ingredient or dosage form, multiple sats, eters, or even agroup of
closdly rdated active moieties.

Screening IND: A single IND submitted for the sole purpose of comparing the
properties of closdly related active moieties to screen for the preferred compounds
or formulations. These compounds or formulations can then become the subject of
additional clinical development, each under a separate IND.
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POLICY

Early exploratory clinica trials may be conducted under asingle IND (screening
IND) that generadly uses smilar protocols of multiple, closaly

The screening IND isintended for early exploratory studies only. When the early
exploratory trias are completed, the screening IND should be withdrawn. A new
IND should be opened when follow-up studies are planned for one or more of the
moieties or when additiond, closdy related chemical moieties are to be clinicaly
tested.

The CMC and nonclinical pharmacology and toxicology data for each active moiety
in ascreening IND should bein accord with appropriate FDA guidances.

Screening INDs generally apply to short-term Phase 1 tolerance, pharmacokinetic,
pharmacodynamic, and early pilot efficacy studies.

PROCEDURES

Screening IND Assignment: Assgnment of ascreening IND to areview divison
should follow the usua procedures based on thergpeutic intent. If thisinformation is
not available, assgnment of the review responghility should be based on
pharmacological class.

Screening IND Properties. Screening INDs are appropriate when single-dose or
short-term, repeat-dose clinica trids (#3 days of dosing) are proposed using
multiple, closdy related compounds. The compounds include different sdts or esters
and active moieties that are dightly different chemicaly, but gppear to be amilar in
pharmacodynamic properties. The proposed studies could be a single tria with
multiple compounds or smilar trids involving only one compound (e.g., severd PK
gudies, one for each compound). The number of compounds tested should usualy
be #5. Normdly, the intent of the study isto compare the properties of the closaly
related active moieties to screen for further development. The IND should be
opened with dl of the test active moieties defined and with adequate nonclinical and
CMC datato support each moiety. The usua responsibilities for a Phase 1 study
apply. Inaddition, the screening IND covers only the protocolsin theinitia
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submisson.

Screening IND Withdrawal: When the proposed dinicd trids with multiple,
closdly related active moieties are completed, the screening IND should be
withdrawn. If subsequent clinica studies are planned with any of the test moieties
from a screening IND, anew IND should be opened to investigate each active
moiety (asingle IND can be used for different formulations or different salts or esters
of the same active moiety).

Follow-up INDs: A new screening IND should be submitted if additiond active
moieties closaly related to those present in the origina screening IND are proposed
for dlinica testing. A new protocol for testing additiond active moieties should not
be submitted to an exigting screening IND.

RESPONSIBILITIES

Central Document Room Staff:

When an IND covers more than one active moiety, the saff enters dl drug names
(including code names) into COMIS in dphanumeric order.

Review Division Project Management Staff (Project Manager):

Confirmsthat a cover letter is submitted with the IND dtating the intent to investigate
severd closdy related active moieties.

Confirmsthat thereisasingle protocol desgn or closely related designs.

Notifies sponsor that the screening IND will need to be withdrawn and that a new
IND will have to be submitted when development of a drug product advances past
the screening IND clinical protocols. Explains to the sponsor that any subsequent
INDs should include:

(A)  ThelIND number of dl other INDs for the same active moiety
(B)  Thenameof theorigind review divison for the screening IND
(C)  Thedatusof any other rlated INDs
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Explainsto the sponsor that the new INDs need not include information aready
submitted to any other IND and that the screening IND can be cross-referenced.

Ensuresthat al drug names (including code names) are entered into COMIS when
multiple active moieties are sudied under asingle IND.

All Review Team Members:

Prior to the 30-day safety review, ensure that the protocols have addressed all the
known risks associated with each of the active moieties proposed for screening in
thedinicd trid.

Examine IND amendments to determine whether additiona INDs should be opened
based on the principles stated above. Inform Project Manager of amendments that
need new INDs.

Formdly or informaly consult with reviewersin other divisons whenever
appropriate. May consult with the reviewers before an IND is submitted, when
there isanew pending IND, or a any time during the development process. Keep
thelr counterparts in other divisons informed of new information received about the
INDsfor closely related active moieties.

Chemistry and Pharmacology Team Leaders:

Confirm that adequate CMC and nonclinical pharmacology/toxicology information
has been submitted to ensure reasonable safety of the subjectsin the screening IND.

Medical Officer and Team Leader:
Determine whether the clinical protocol design addresses the intent of the study.

Ensure that study subjects are adequately protected by the study design and
monitoring plans.

Biophar maceutics Reviewer and Team Leader:
For studies designed to assess pharmacokinetic parameters, evauate whether the

pharmacokinetic parameters to be measured can be determined with the study
design.
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EFFECTIVE DATE

ThisMAPP is effective upon date of publication.

Originator: Associate Director, Phar macology and T oxicology
05/09/01
Page 6



